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v O (57) Abstract: A peptide comprising the amino acid sequence represented by SEQ ID NO:l; a peptide comprising the amino acid 
00 sequence represented by SEQ ID NO:2; or a mutant peptide comprising an amino acid sequence derived from an amino acid sequence 
:£ represented by SEQ ID NO:l or 2 by addition, deletion or substitution of one or more amino acids and being capable of forming a 
■~»». complex with an HLA-A2402 molecule that can be recognized by HLA-A2402-restricted cytotoxic T lymphocytes or being capable 
of inducing the same. Such a peptide is useful as a cancer vaccine for epithelial cancer patients having HLA-A2402. 
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m m m 

[0002] mm^^&TV^^m (Cytotoxic T Lymphocyte : £XT. TCTLJ t^^-f-^Mm^- 

[0003] m&^(Dmmmmia^mmmmm\^xmm^^mircTi.<Dmm^m^hti 
[0004] hla«, mtA;E^x(DmMAi\z.^m^x\^mMmfc)%xm, ?7*mub? 

7^ltftmXfo& 0 HLA^7^I^Cte£6>t-HLA-A, HLA-B, HLA-C^^^S 
£tK ^thh^m^Kl^y^^ft&V, mxM. HLA-A^fiAl, A2, A24, 
*5j;r^A26#(D^M^#^b-CV^ 0 ^(DfzJsb, ^th^th<DHhMX^ir^ULA 

(Dm^-r^h m— -m&< . cTL^HLA^^i^M^tT-^ 0 • ^^k^ 
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[0005] Ep-CAM(i, ±Btffifa&&<D1&mi&<D&mK&<&W^X\<^ftT-ehy, 

^VJ*^>0{frfe&<DMffi.-Mfam&M&Mjt'irZ> o Ep-CAMte, EGP-2, 17 
-1A. GA733-2XteKSAi:&ffc**vrv^ 0 Ep-CAMii, ^JJ§, JWu SSIflS, ?L 

±&MJ&\c$o\,^xnm%Lfimmt$tix\^ 0 mm^M(Dn&tBp-cAM(D 
m^Mt^mmvx^^^t^h, Ep-cAM^^^mf*. mm^w^hm^^m 

[0006] ep-cam^ ^^m^mm^wmm^ix^m^x^^^AEnm^xi^mm^ 
mm^nx^^fc^^/^ti-^/^^mmi-^mmm^mm^-mm^^ 

[0007] m^^-n^m^ ^e p -cam#mwv^ . ^y^n— r^mn-iAt^ 
btix\,^h<D)&®i-$-irz>z.bK£v, &Mmm^®3$tiz>bbt>i^ 7^mmmu 
^ic£vm^^n.bfrifz.^bfrm j &t$tixx^ 0 ^.tz.i7-iAb^nhfix\^ 
Kp^AMKMir^y^-^m^mx^x±m^m^(Dmm^n^tcb^, 
ttt^bnm^mTistc^btim^tixx ^ 0 

[0008] ^fbtcl®^ HLA^«]mtt(DEp-CAM^6^^-r§CTL^fflV^§S^(Z)BTfgtt 

[0009] ^Rtf^fl^fifclfcfcJU HLA-A0201^jmttEp-CAM^#MW^CTL^_h^ 

fifcl HLA-A0201^^ttCTL^^^i~SEp-CAMl 74-184^t°h— ^ 
^KirLT, Ba^J#-^-12^fE*^YQLDPKFITSI(Dga^J^^/ c e§-<^K§r^^L 
TV^ 0 

[0010] l£fcEp-CAM^^3TMj^^ ^Sf&iSeSr^itTV vfcV >*§|§*|§&m# 

^*dv>t«^$^tv^ 0 *nx.r, Ep-cAM^jai-^m^m^-^^-y^r^^^ 
^W;wt««II^L^:5, i e^ggj^^fci-^K^Ep-cA 
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[0011] HLA^9^Mm<DHLA-A(D^^ 0 ^A^*t#<IS^LTV ^(Df3\ HLA- 
A24-Cfc?) 0 tot, HLA-A24j^^'l4(DEp-CAM^t>— ^•^^Kfi. St?^ 

[0012] #fF30ik2«:, HLA-A2402^^'|4CTL^t o h— ^-^^K^b-CSART^tt 

[0013] ;£f£#f^Cii£3te, Jitpjli^^^^#^^cHLA-A2402j^mttCTL^t:>— 

• ^^^Ki!b-CART-4ffi^M® If ^*hh58- 1 1 j®^T5/^Sa^^^56 

m^^h—y 0 - ^y°j-y*m^x\ 

[0014] ;£fc#ffF3Ciifc4te, ^«m^^W*bfc^J!»^^#^fcHLA-A2402^ 

mcDT*/mmm*hte%7m^t°h—y°'^y°^&m^x\;^ 0 

[0015] *fc#^m5^, ^^M^^»iZlb^c^a«^^#^fcHLA-A2402^ 
mttCTLrfh— y° • ^^K^bT, KE4!1^0» ft jfccDcDNA^MV^y — ^ 

[0016] ^c#t^^:m6», m^m.^hm^t^umm^hmhKttHi.A-A2402m^ 

ttCTL3zt°h— ^.^^K^bT, 1 l-18|rfJ|iS^a^»cDNA^^y— d^fc 
mhflttPl-9 ft 5fe^°^K^9— 10{@<DT^y^|B^J^^§ 1 7M<7)tt°h— y°- 

-<y°^&m^L,x\^ 0 

[0017] *fc#fF^Cm7^, HLA-A24. 1 (HLA-A2402) ^tt^— ^Wi^^t 0 

mxhfvx^ ^ 9-ior^m^m^h^^<y o ^^m^x\ ^ G 

[0018] r<D£5 Id, M^ffiiS^J^^®^ (DHLA-A2402^^ttCTL3zt°h— y°& m& 
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[0019] HLA-A24025>^^*§'o'"e^ ; 5Ep-CAM(D^t>— ^-^^K^i^CT 

#f^mi : W097/15597^-SI^^ 

#fF^tiifc2 : 4#|f§3pl 1-318455-^- 

#fF^Cifc3 : #H2000-1 16383-^ 

#fF^CSfc4 : WO2000-06595-^ 

#fF3CSfc5 : #^2001-245675^ 

#W^Cife6 : 4^2003-270^- 

mttWn : #^¥8-500103^-(ff^lIl 1^2f) 

[0020] ^BUf*, HLA-A24O2j^mttl0J3S«*ttTy^/N^^f|^-e#^Ep-CAM^ 

^■t-r^m^^xitm^mmnrv^^m^m. e p -cam#^w*hla-a 

^fflV^cS<D^X«3fc#;^;fe, MU^, _h^M^#MW^HLA-A2402^ 

[0021] _hfBMM^^i-S^ife^*^0J^^^, 0*A^*5V>TSt>#V^HLA-A(DM 
-efc«9(60%l^±), ^03- niy/NACO^J20%^^#fei-^HLA-A24O25>^^^ 



[0022] /W^--r^^^^-T7°a-^^J;«9#^HLA^^^U#^^ 0 ^K^^ 
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[0023] z.<D£?f£W:u<DTx\ ^mm^-fe. mmi^nfc7m<D-<zf^(D^-h(D2m(D^ 

3S§M;» Kfcf UT|0J^«#tt^i-^ , HLA-A2402|Si'|4MJ3& 

[0024] l£fc, ^yb4>^^B^Ty±4KXtllt, ^©xtW-^ 

^Kf*. HLA-A24O2^ttEp-CAM^'|4«l0JiS(D^B_h{C^oV^T^S$tb, #L 

[0025] Z.(D2m<D^.\l°b— 7° • ^y^bl^ HLA-A2402^Wi~ ; 5 

[0026] ^Wte, ±fE^M.t-m^^$^fct(^-trfe<9, J^T^rfh-^ 0 .^ 0 ^-K^ 

mi. WT<D(1), (2), (3)X«(4)(D^^Ko 

(1) is^ij#^-i icmm^r^ymmm^t^^^v 

(2) ga^j#-^2^tE«(DT^y^is^jd^^§-<^K 

(3) mm&m^33\^xixfe2£i_k<DT*/mfrmij\}, x^xfem^tstifcT^y 

mmm^t£*) . ;^oHLA-A24025^i: ; IS'a^THLA-A2402 ^ jfettMl*^ 

(4) ie?ij#^-2^^v^ix«2^_h(DT^y^^^p N ^^xj»m$tL^:T^y 

mm^l^h^'O , ^^oHLA-A24025>^-^ ; it'o'bTHLA-A2402^^:ttlHJfe1^W 

112. ^T£>(l)Xte(2)<D-<:/^Ro 

(1) @E^J#-^-l ^fB«OT5/M^J^^^?)-<7 0 ^K 

(2) m^m^zmmcoT^/mmm^b^^y^v 

m. ill X «2 tcf Bic^^K^^c^LT^- tp«!7^^^ 0 

114. S^Ji^ttS-efe^^is^iEttos^^^^ 

115. m&±mm, mm, nm, amm. mm, &mm. ±mmm. ^m. 
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116. &ik^^T:J^<kb-CHLA-A2402^i-5l:h(DfcJ6^)JS3, 4Xte5^fBi£<£> 

117. mix^Ktm^^v^m^m^tvx^mmmm^Tv^m^ 
mmm* 

3l8. ajk^J®^L-CHLA-A2402^-r^t:h(Dfc^(Dil7^fB<c<7)|fBJ^f** 
119. WT©(5), (6), (7)X«(8)(D^y^^W^K 0 

(5) mm^moicmm^mnm^h^m^u^r^ 

(6) ga^ij#-^-i i Kmm<Dm.mmm^bti:^v^^^ 

(7) ia^j#^io^?B«(D^siE^j^^^^^y^^i/^K^hy^^>-h^^ 

TTvN-r^y^VXb, HLA-A24025>^^1S'^bTHLA-A2402^^:'M 

j^^WttTy^/^^{-mm$^#^x«^^fl^U#§-<^K^-Ki-§^M 
f^y^w-^K 

(8) IB^iJ#^-l 1 tCfB«c(D^IB^Jd^^§* 0 y^^^K^hy 
T'C^M'^y^Xb, #>0, HLA-A24025>^i ; fS^b-CHLA-A2402^mtt^a 

^^*ttTy>-/^^^^m$tv#sx^^fl^U#^^^K^-Ki-^^M 

ft^y^w^K 

IR10. il9^fB«<Z)7Ky^^V^KWgfl^^bT^tP±^'l4Soa^^-^ 

Mo 

all i . Ji9^fBtt(D^y^^^^K^tp|amx.-<^^— o 

11 1 2 . mn iz&mnmMx.^?*— ^mA^tif^mmmw 0 

1113. mi2izmmmmm^:^mmir^j:nt, mmm^mix^icmm 
(D^^^m^ir^j:nt^t^mixu2Kmm(D^y o ^V(Dm^mo 

IR14. 3gix^2^fB«(^^ 0 ^K^/N/^$tLfc^Li©#^»a^ 0 

3115. mi^ztm^m^mm^mm^tvx^m^^^o 

3116. S^_h^tt«-e^3gi5^fB*(7)«r7^^ 0 

3117. m^mm, mm. nm. amm, mm, &mm. ±mmm. ^m. 
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o 

*Rl8. &fa&ffimkVXHLA-A2402&G-$-Z>Kh<Dtclto<Dmi5, 16Xf2l7fc 

3® 19. mi^mm^m^m^^^tL-x^mmmmmrv^m 

*120 . & tfnMtfCm tL,XHLA-A2402$:^1rZ)\ih<Dffim<Dtiib (Dmi9 fciBft 
1121. ^lX»2^fEife(D-<^KXfMl4^fS«(D^:J^ffi^«_h^«^$ 

IR22. «lX^2^|Btt^^^KX^«14^|E«C0^:JSli*«-h^li*$ 
JS23. ^21X«22^|B«(D^^«ag^M^#:^^I^^bT^tf« 

JR25. s^s^s, ws, mm, pk^, ra, ^at*, i«m 
rn^mm, mmm^^mx\)m^n^mxh^m23Xi^24Kmm<Dm^^ 

o 

1126. Sjk^^ti^^bTHLA-A2402^-f-§th(D^^(Dfcie)(Dll23, 24Xfc£ 
25^fB4feO^!7^^ 0 

1127. ^21X^22(CfB«(D^^maii^J^ ; fS'^#:^^^^b-C-^^l0 

1128. e«feii^i:LTHLA-A2402^-r^th(D^(Dfc^(Z)3l27^|B* 
IR29. illX»2^fB«(D^ 0 ^KX»ill4^fB«c(D^^m_h^#^$ 
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(a) 3®lXtt2lC|B«©^^K 

(b) mi4i£mm<Dfom^MR& 

(d) ^29Kmm(D^mmm^-tfimm^(D"Th9^- 

3132. 1130X^31 ^?B«0^a^^$ttTy>-/^^^l^^bT-^?>«(Dg: 

1133. S^_h^'M-e$?^il32^fEicOg:l!]^S^^J 0 

1134. ss^^s. mm. fim. nm. p« abb, &m.m. ±mmm. ^nm. 
m&mm. mmm^^mx^mitti^mxh^m32Xi-i33\cmm(D^m^ 

1135 &sk&ffiMtLXF[LA-A2402&4f1rZ>\ih<Dti£><Dm32, 33Xte34^fB 

(a) IllX«2^fB*(D^ 0 ^K 

(b) &i4Kmm<D&ti%&mmjfa 

(c) Jl21X»22^fB*^^Sia^ii^J®1S^#: 

(d) Jl29^fB«(D^^m^M-^feii^ ; iS-^^^^h^- 

^ik^(D^^«^ttT^j^X^^^^^i-§^h^^^^fti-^xm^ 

^?P^tllifiL^^HLA-A24O2^mtt*0^^^ttTy^^^(D^*^^ o 
IR37. ajfiL^^tM^LTHLA-A2402^Wi~§tb^. ^T©(ah (d)©VvF*ua> 
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(b) mi4ic&M<D&tmmmM&& 

( c ) m2ix\^22Kmm(D^mmmm^mm^ 

(d) ^Mzmmn^mmmm&ttsm&fcnTh^-- 

(a) mixi^2icmmco^<y°^ 

(b) JSl4^|S«(D^ffi^lHJ3S 

(c) m2ixte22iztm(D±mmm&#tmM&fc 

1139. S«^iJ^^b-CHLA-A2402^i-^th^ N ^T<?Xa)— (d)<D^-f tl,^ 

(a) ^1X«2^|E«(D^^K 

(b) mi4\z.mm<D^mm^mm 

(c) «21X«22^|E«(D^^m^ii^Jm^#: 

(d) il29^fB*(D^^m^S^J^ ; }i^#:®^h^- 

1140. Sjk^^ti^^bTHLA-A2402^-r§th^ N 3l30X«31^fE<c»^a 

1141. mixn2izmm<D^y > ^xnmi4Kmm<D^m^m^±^m^ 

frltcMmtfiW^t°h— Zf'^^-Yt, HLA-A24025H^, j3 2^n^fn^)>t(D 

m^<DTby^—^h^m2uz.mm(D^m^m^wM^(DThy^—o 

JR42. il4l^fE«(D^Ma«^i^1S^#:0^h7^--^a^^^bT^ 

ii43. m^±^m^h^m42{cmm<Dm T 7^>o 
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o 

1145. eJk^feii^i:UTHLA-A2402^-r^th(Z)^(Dfc^<Z)iR42, 43Xte 
1147. SjfiL^^iJ^^b-CHLA-A2402^i-^th(Df^(D^feOll46^fEgc 

[0027] ^mmKkti^ ±^wmm^.ix<mm^x\^Rp-cAM^(D^h—y o ' 

^•^^Kf*. HLA-A2402^#-T^J^tSH(Dth(D_h^ttS^*)-r§S , 7^^^ 

[0028] [Sl]Ell{i. ^V^yh-T^y±4KX^V^ti^/v--<y^mmtCTl.m^W 
[®2]g|2f3; N Ep-CAM^yfK#MW^y^n-t^ (A) ,&X^P— ^vKB) CTL 

[g|3]E|3{*, Epl73#MWCTL^n— ^(D#tt^^i-g|-efe§ 0 
[0029] iAft, ^^KEpl73^U?=!^hn— /^-^^KEBV-LMP419(DT2-A24|B 
J5&^*H-&C27, Epl73#MWCTL^n-^(D|HJi^#tt(D^^i- 51 Cr« 

[0030] 0Bte, HLA-A2402^t&»$c, PC9^^i-£Epl73#MlftCTL^P~ >\ C 
27(D^^^Wtt^Mi-§^HLA-A24^7^n— ^/V^Lft:(Dffif|iJ^^-ril|B 

[0031] HCte, 3— /VK^— ^VM^tt^3^T5/ir^^*Dit^Epl73^J:§C27(Z)|HI^ 
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[0032] sjlt, *mwttnm\mm~rz>o 

IE 

l^^h-^^^^^^^^^^^&^^^W-fe^i^a^CBioInformatics & Molecular 
Analysis Section (BIMAS)COHLA Peptide Binding Predictions ( 

http://bimas.dcrt.nih.gov/molbio/hla_bind/index.html.) id=fcoTfl§1=j-l^ ^t°h — ~? '• 

[0033] SP*>, ^|_^O^fM4, WT©(1)> (2). (3)Xtt(4)©^<^K^*>5o 

(1) E^iJ#^l liifEife^T^gfcE^ja^&S^:/^ 

(2) IB^J#^-2^fBtt<^T^/M^Jd^^^^°^K 

(3) mmmmizm^xixfe2£)L±(DT*smmi)\i, x&xnm&ztiitT^s 

mmmfrbteV , ^OHLA-A24025>^^^LTHLA-A2402^ j|CMBfl&1»W 

(4) ia^J#-^-2^*DV^lX«2^_h<DT^/^^#^p, ^XtefiS^tWcT^y 
^mPlfabfr*), ^oHLA-A2402^^£lt^LTHLA-A2402^ jftttlBM** 
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[0034] ^fc^T^Kta*. m&^7°^(Dm^(D^nm\k&mtet>ts:\s^mm^\^:<D 
t<Dm., mm, mm, -f^^m, mffim^<Dmmmt<Dm>mfhnz>o 

[0035] (1)— (4)(D#^^Ktt, _h^tt«ft^<Z)S»^j[£<|§mbTV^Ep-CAM 

mmtirz>mm#iw„ -rftttmy-r^tvx, HLA-A2402^i-§th^^(D 
xn, m^.m^r^ a 

[0036] (3)&m4)<Z)f^#:^fK(D7^»Tl«, ii^5fi@S, 0£L<te7flH 
@S-e^o *fcT^y^(D_hRg« N HLA-A2402t&]^ttCTLt^fi$^PS ( 9 

[0037] ^^(D^M^^^Kte. $Jx.^ _hfB<Z)HLA Peptide Binding Predictions^ 
i:SJ;S9HLA-A2402^^e^— ^S31^i-^O^I+U, fp^ib, 
|||^SHLA-A2402^m'l4CTLS^m$^X«^^M^i-^<^^^-r§' 

[0038] HLA-A2402^ttEp-CAM3zt°h— -^-^^VX^t^t^, ^!)x.{TOT<^ 
[0039] 10%fchjfll?t-^^"RPMI1640j$^S2xl0Vrnl(D|fflJ}aiiS-eHLA-A2402|^ 

(Dimki n &/mi<Dm&xMx-z>o ^.fi^m.m^^ , m.um\z.x37 o cx7 0 mmm 

[0040] r<D£5 SLTf|^bfc_h^ttS#MW^CTL^t>— ^M^-7°^K^$lJ«-r 
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5d^d^Sr^y^JKyhTyfe-f(Kuzushima Kftl3S\ The Journal of Clinical 
Investigation, 104#:163-17lH,1999^#) iz£*)#\fe1r%> 0 

[0041] ±mmw-<y o ^-m. Bp^AM^^m^^mm-r^omm^r^/mx 

[0042] tfc7^i©f»oi^i:tt, *:~^©(Bflfiic^©*^a>£>, «flf, *rigt£ 

[0043] mx&sts) jLit-mM^^mxir^mm^m^xm, M*.t£? 

/W— <DS^(Science,219,666(1983))S^IJffl'C#So 

[0044] ^S&BHtfW^m, UBS, ^yxfvy^yn^, Jffi©^iW;&n£;fafc«£^ 

jy^^ £AT<z>(5X (6), (7)x{*(8)<D^y^w^K-e«o 

(5) ia^i#-^io^iB«<D^@a^j^^^5^y^^^^K 

(6) i ^iB«<D^ssa^j^^^^^y^^i/^K 

(7) ia^j#^io^iE«<z)^Ba^j^^^§^y^^i/^K^hy>'^>'h^# 

flaKy^voJ-^K 

(8) @a^ij#-^i i ^iB«(D^@a^j^^^«.#y^^i/^K^hy ispszsvts&kfc 

TtvW/yWL, HLA-A2402^^tt^LTHLA-A2402^j£tt*B 

^K^^y^W^KtC^, #^-B\RU^PK<9, DNA&^RNAO^^lfc 
tL& 0 DNAfctt, cDNA, yyADNART^^J^DNA/dS-^^^So RNA^te. mRNA, 
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[0045] m^m^-icoT^ymmm^— Hi-s^y^^^K©— o-efesBB^is-^-ioo 

g|5S#Lilj(GA733-2(Szala, S., et. ah, Proc. Natl. Acad. Sci. U.S.A. 87 (9), 
3542-3546 (1990))^J;«9#£)tbfcEp-CAMit^^(D§|3^ga^lJ-efe^ o 

[0046] (7)xm8)cDmmfctfv^^^m, ttm<o*&h— ^•^wsra— k-ts 

[0047] ^y^^W^K^^bTDNA^^^^||^ir6^ N rDNA^^hy^v^ 
^h^^ftT^^^y^Xi-^DNA^-^-J i*. 0d;tfiMolecular Cloning: A 
Laboratory Manual (Sambrook, £>JS N 3— /WK-^^i;^-^— 9#9hy— ^ 
=2— 7kK-^y^-/N— , ^a— 3— £\ 1989^)^t£fBS&<£>^fcfCj;o 

iZkflrbUXte. Mx.lt. 6XSSC, 0. 5%SDS&£.Xf50%fr/PJ>>T^<DmM^X 
42°C-eMaUfcm, 0. 1XSSC. 0. 5%SDS(D|§?£4 1 T*68^i£#Lfd^^ 

[0048] (7)X«(8)<D^m^y^^W^K^oV^T«, $l^<2^(DSfiff|£^£flJ 
fflbTHLA-A2402?rWr^»-e^m^fc-<7 P ^K^oV>T. ^^rT^^K 

[0049] ^fc^M^y^^i/^Kfi. ^e<£>3' ^^ o y (a) «^wl-cv ( 

tfv^^^-wmirztfy (a) <Dim#m;e$;ri3t><D \ 
[0050] ^mm<D^v^u^m, m.^m^m^mmvx^mm<D^n°b—^'-<^ 
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[0051] ^^^-DNAii, m±(DmMRx£&m n m^x^om^m^arn^x^^o ^<w— 

^f-CODNA§|5^^^§P^^U"CV ^^'hCDX'hX^ \ ^<yy — DNAiL"C!^ N 09*1 fcf, 

vn^4;v^m)m\^^^^^—mf^fhhm^^^t^^^—. y°5^K 

[0052] «W<^yW»£l^»fcfeim, ^JS^yy-Xteyn-^y^y 

y— #£fflv\ft}i£v\, 
[0053] Hii^-tt, gW^^^Sa^J^^WiJW^IKi-^tt^^ffi^ate^ 

is^ij, m^n^e-y—, y^y— A^Mi. y— y— , ^y^/HE^ij, ^ 
[0054] ^W^yyyw^Kte, ^(D^^«9-<yy— dna^#a-T^«J;v\ 
^y^-^7^-^ayL, W^)lL/c^yy~DNA(Z)^/v^yti— ^y 
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AH22) , m&mi&(W£t£smj&xr£WitoftoJfa(W£ttcos-7mjfa. vero«, 

o 

[0055] mm^mAjrmtvx^ i&m^^^mmrrti^ yk&&n^v>^*r>r 

^^^-e^r§ o ^^^r— DNAO^^HJ^OagAte:, #tlx.k£. Molecular Cloning: A 
Laboratory Manual (Sambrook,&>|g, =»— ;W-^V^'^—^ — 9^ybV — ^ 

deae- T^^hy^M^hy^y^yB^, ^yu4>^^>B^, m4^m 

Scrape loading) ^^U^^^^^A (ballistic introduction) RU^k^^&ffil^X^Z) 

o 

W; 1975^^T) XfiPeptide Synthesis, Interscience, New York, (1996) {C$^(D 

[0056] -atc^mm^^m. ^tmmvtc^mm^nmmw-^mmir^jmt, 

X%% 0 

[0057] mmte, m^m^tc.mm&m^xmttmmxte/<^mm&ft^^ \ mm 
<D^^\*<Dfcm<D— ^xfo%cTLmmm&mM^x^^m<D^7°^v$mm 
[0058] mmm^mm<D^^-h^muu ^h^n^mm-r^t^»^^\ mm 

te, ft^WiW^Wy-y^—, <<^^.Wn^?w : y74—, ry^^T^y^Wy 
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[0059] *fc, ^mm<D-<y o ^coT^/mmm^m^m^tifc z.<DT$;mmmz.& 
[oo6o] i>-?/k*j ^ %rti\z.nmM£tvfc^&. mtttt. ~nh<D#im^Jmi&&, msti 

[0061] J3t«^i:«®^#MW*CTL^mS$tv. Xte^^CTL^ff^LXte/^lF 

cTLKmmzti. cTL&mm^xfe/RTicTL&mmku%%^^v&nvk~t 

[0062] *fcffi^J^^^§T5y^SS^Jf|5^fcoT,ffi«#MW^CTL^^m$tv 

[0063] ^w*w*j!i*5v^, mmztiZ}bi^mmirzh<Di)Kmm£*izM&&m<Di> 
vv-c, cT^mmmmx^mm^m^h— ^-^^-h^mmir^b^ t^&jfiL 
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mm (hla) RxFmmffim^^izcTLfinmm&mfc&frvxMi&irzz.b 

[0064] ^fc^mmti-^i bfe. *5ffitt^UH:^fflS:fm©XH:*©tM, £bK 

[oo65] -intmmirzi ti^ &%m&xtei¥m&%b*m£ts:^h<Dxnvmfrtb, 

/Xte^£«>^2rIc9fc-r3o 
[0066] ^0^(Z)^t o h-^.^^K^^v^$ttfc^#^|fflJ^«, 0!7^^£:L.-OK 

(VIT) tMM^IMfe 
[0067] ^36M tc*3V vt\ ^ISmi&S^tJBICM, Ty^J^DiC^frteTy^JSfcasfg 

f§!$£*V5fch e jM^lJIC (HLA) &l 

[0068] ffc*fBJ1©i«l^I^ (J^T> tmhcj bm-rz>) ^ f¥b<{*. ^ 

^h—^-^y°^bbuccTucx<>xmm^ti^,m^m^mm^m^x\^M 

HC??XI&^3b&Kb&fia3l8ftM (HLA) CTL^m^$ttXf*CTL^^-C 
[0069] Ep-CAM^#MW^CTL3it 0 h— y-^°^Ki:«, Ep-CAM^/^ff cp<D# 
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K1&&'t'%tfcm&:fe&&1&to £kfcCTL^trh— ^-^^m* Ep-CAM#^ 
[0070] *^i©MHC}5, fUMJJ&Ji^JflL-Cl ^HLA-A24025H^£\ CTL 

[0071] titc, ^IBWfcSswr, HLA-A2402£te, th Qjk^^i^O^^, ^7^I#l!1C<£> 
^:/-^*-e$>5A24#M£:lM,\ HLA-A24025^£te\ HLA-A2402<Ditfc 

[0072] HLA-A2402^^LTte, HLA-A24O2^^ffl<D^§0<DJ#^;5^)|tM£ 
tL/cHLA-A2402#^ ,U W« ^«^^^A«^^ ^ <t 9 &ftJ W l^m^^T 
fcHLA-A2402iH\ fJllftMii^ g m^m^XX ^HLA-A2402#^<£> 
V^-f ^fflV^T^J;V\ ^^Pj!OHLA-A2402^^-^«, HLA-A2402^ 
-?"<£> if ^^HLA-A2402^^-(7)M^^-^^o 

[0073] «§PJ!(DMHCte, ^©iMiiao-Ci^r ©^£^$^^3/^ 

mm<D^^\ HLA-A2402^&W 2^n^n:/y>^ MJ^tfV^r 
— ^OfgiSU ^it4-10°C@it-e24-72B#^@S^^-<-hi-§^^j;«9 

[0074] MHCtt, 7"h7-^— "CfeoT^ \ MHCfh7-7- CTL^^g^Ut^Ep-C 
AMxt'f-^.^fK^ HLA-A2402^(M^«i3 25^n^n^y^^^u 
^HLA-A2402^)^^-^^^4f@^^L^<Z)-e^ o 

[0075] MHCrb7V-[j:, MHC^^tfy{kL, ^M^tV°hT^v ; >'^tf^^b ; it'^ 

[0076] jy£[ftm, ^(jx.^roJ;5^bTMHC^^^— ^PM-r^-^^-e^^o M 

HLA-A2402m^*5J:tJ ? i3 2^n^Wy^£^*^{1^ WMI - ^ fc*3, HLA 
-A2402m^C*«^«, If^vy^f— -^^IRfli-rST^/iftE^ISr^ft^JnbT 
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*3<o **MHLA-A2402m^*5 it^ )3 2^n^fn^])>'^fi^fi^UMM\zMM 
1r& 0 200ml <DV7*~~ ;V7jZ/sfs^y7T— (pH8.0 ; lOOmM Tris-HCl, 400 raM L- 
T/V3c~l/-HC\, 2 mM EDTA, 0.5 mM oxidative glutathione, 5 mM reduced 
glutathione) ft WM^^l^^fl^T^fk^M (RYQLDPKFI) ^WT^^S 
K^7 P ^Kl2mg N HLA-A2402fi^l8.6mg, |3 Z^fuifwfyzslZZm&D^fl^ 

1.8L«©^@7KfJ:*fbT24NFra % 4r<DtmU«^:£>V^jg#rU 3Dff©y7^~;V7 
^>V/<y7T~&^>VVzfUyzf\Q(M\LUPORE, Bedford, MA) 3rU^T2mH^ 
SiN~<5o Superdex 200 HR (Amersham Pharmacia Biotech AB, Uppsala, Sweden)^77 

[0077] #CV>-e. t^fyftMHC^ISfSt^fcottt, tf^^U^f— if (AVIDITY, 
Denver, CO)^fflV>T, HLA-A2402m^C^C^#M^J§l5^^W^^^^ 
£*£ 0 Superdex 200 HR X^&m^^^/PMMfv^h^yj— fCTIf^^ 

[0078] ££>^, PEfll^hl^hTtfv^ (Molecular Probe, Eugene, OR)tWM^^r^-> 
IbMHC^/Vitl :4-e|g'^U Superdex 200 HR *7A?:ffll ^cyVv^ig^a^h 

^9^— ^r^*480KD^fc^ ^^t±ii-§@a^j#^-i-e^$^T5y^@a^j (R 

YQLDPKFI) ^tpMHC7"b7^— ^^-^li-So i^hy^lO (MILLIPORE) 
V>T^j3mg/'ml^Sl#gL, 4°ClC{%j?~t% 0 ^^J^LTf*. ^WJ^AT^K. EDTA 

[0079] _h|EO^#X@-C«, y/v^>iB^n^^97>f— s&ifw^io^ife-e, ^ffl-r 

[0080] ^P^OMHCIi, ti&yp^tL-Xmm-eZZo *fc±&t£&#Mft&CTLt£>$4 

(vttt) flre*^ . CTLMM2I : M^ii^l 
^r7^>-.cTL^m^i 
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[0081] SP^>, fiifil^igi:L-CHLA-A24O2^i-^^m#^^0^O^ o ^K^-^ 
i~6ri:^j;«9 % Ep-CAM^#MW^M^i-§HLA-A2402j ! 6|^ttCTL^^X 

[0082] ffiB#<DCTu*mwt<Dmmffim&Mmirzmfa<DMmx*&ttfr^ 

[0083] ^:^^(D^^K^tfEp-CAM(DmRNA«, IrffSlfflJ^tt (QG56, LU99, L 
C99A N LCl-sq, LC65A, &OTC-9) , ^B^M^Ws ft j&M&W (MKN28, 

mkn45), a^wmmw(^sc-2),%wmmwRxi&ikmmmw(K562)m-c 

[oo84] ^K©^^K«WT*x^#sm^^^^^Ji-i-§r^^-e#§ 0 mnm 
, mn&^Mxmmn&^m™^-rnxfo<>xh^\ -wia«p^ 
^i^w*bv\ ^mnu^Mtvxte, &rmmm, mmftmtm, &mftmtm 

[oo85] mun^mt-r^m^. m^m^m-^xm, ^^mrn^^h--^-^ 
[0086] #s p m^w^fF^^T^t), fr^mm<Dtt°b-y' 



WO 2005/068632 



22 



PCT/JP2005/000587 



[0087] Hit, ^mmo^^fe. ^tl 3 ^X«HLA-A2402ir^gS#ffiLTCTL^J; 
[0088] W (D^^K^^/^b/c^^^JJS^t^^Smm^-^^IS-^ftt 1^1 

[0089] ^mm<D^^(D^mn, crrL\cx^(D^^<Dmm<omm^mt 

g- lOOmg/ 0 0*b< fSO. lmg-30mg/ 0 @£&-£1-*U* £1 \ 

[0090] gfcv m#<£>*FI]fiU;<9 W#fflJM#2r££i&U ^#§^^K^*^it 

ttn&(vcTL,?tn5-x%z>^\^ mmm^mmmmm, ttmo^zff-wm 

[0091] ^fc^M^m^, fcW&Afcfcj-UT, m«io 6 -io 9 {@/ 0 es, 0*lXt2 
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[0092] ^tc^mmm&ifiWM&m^ tw&A^b-r, mfii-ioomg/ 0 n& 
[0093] m<D?&m\^tioxiz, ^mm^v^^^^^-Kmw^. m.m& 

*>-C#5 0 *<99— bl^XU, uYn^74/v^ TtV^mVv^ u^^T^7^;v^(Dm. 

in^mK^mx^^t^hnx\^h(D^mm^<^mx^^, uvn^^jv 

ximm&tiZo ^thh^/^nmmxm^xh^o 
[0094] ^mm^v^u^^v^y— MzMKLxmmirz>^4?ti4^^ 

i/B^teb*&mmvxmmzmAirz>z.bhx%z> 0 
[0095] z.<D£?i^ ^mm^m^mm^mmm^ ^mm^v^^^mk. *m 

[0096] ^mm^y^u^w&j^m^ cTu^^^y^w^K^— K-rs 

^-Ki-^^y^^^^Kf^^fcbT, 1 m g-100mg/ 0 p^fs 

&~&L<m ix g-50mg/ 0 M@S^i-^«J;v\ z.<r>m&$L 0 a»£>Hc*J3 S-i 

^u^vbmm^m^x^(Dmm^mmir^mwbm^^x^.mir^b^x 
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<«thjfc.?t^tpRPMii640Jgife-esS37 c c©s-e7— 14 0 

[0097] jy^TO, ^Jx.{TOT^MM^i^J:oT#§'^^-e^^o 

MCt^Mi^^ ^^^tMS«^-C37°Cmitt:\ 7-10 0 

o |ftL<ttIL-2, PHA, ^LCD3^L^^^Pb-C7— 14 0 mU&4>^ 

[0098] ^(D^^KX«^#^^HJ^^J;^fiJ«i!, £^OSCTIL-2^J;5$iJ« 

So 

[0099] ^<D£ylC^xmhtl%±.J&&mc%fm&)teCTU^ M7t&tbT/Vy*V^^PB 
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<D£?ftmWl&^&&1-Z>Z.bK£V, MHCXiiMHC-rh7^- bffi&VfcCT 

^ -C^I jfiLd^^Kib^y iffilbMHCX te^cD^r ££r4- 25°C@ 

^t£m:5-2onmbte%£?KmM^xfcst^z> 0 
[0100] MHc-m^-^bm^tc±^mmmm^cTi.(DA<>tiumw^mm\^ 

[0101] r<D icbrtf — x^^b^cTL^^w^ii^#*$^c^-e^^^^ 

^(Di;5t-b-C^g|$^c_h^:tt^^#M^^CTL{i, #LCD3*n;#\ PHA, IL-2 
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[0102] tSt-^-Mfi, B#RXF&-$- @ mcxvmteztf, fcW&A^*fbT, m^io'-io 1 

m &ittr1&f&m&m<D _ht?m^-efc^o -b&tt-lffi m#M WftHLA-A2402 jSjjfc 
[0103] SP*>, ^ljfiL^J^T^(a)— (d)©V^tbd^f^ffl**5X@i:, ^ijfiL^OCTL 

(c)*fPj!©MHC 

[0104] _h|E(a)~(d)<Dl ^-rt^^^^:J;«9fl^$t^fcHLA-A2402^ ^ BJm'l4CTLX«^^^^S 
%>CTLlfcXl* : £tl&m&irZ>^?—7*v>-y (iFN-y h 

<aajffti*iiFN-v E±HI^^&> 

JliLd >£>#«IUfcy >v 1 0% fc h iLffrg-#RPMI 1 64010* ^ 2x 1 oVml© 
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fn— y m^m^mm-r^ 
<cr>8m¥¥Mm<D&Mc> 

_hfa<DMftiFN-y m^m^m^m^^^x, ^mmm^iFN-y %m 

96^MultiScreen-HA7V— h(Millipore)^^tIFN-y ^rJ^n—T/V^iW-X— Sfc 

2 

(3-amino-9-ethylcarbasole :Sigma|±)^0. 015%(DM^t7K^7K^t^O. lMg^ 
^hyr>^«(pH 5.0)£#->cn/M£AtU mU.X40ftBLfoi5^Z> o IFN-y ^ 

7$vh&*smku mfomMmx*v>hir% 0 

» ^^^tbSlFN- y |§S£r rfflgfDELISA^h (^(Jx.{^ENDOGEN^±(DHUMAN 
IFN gamma ELISA) ^fflbTfeii-§ 0 

MHCff7^- &m V ^ jfh^ 
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mmm 1 
[0105] i±E±=mmmm 

[0106] tbIrffSM^&5^fflMLU99(JCRB0080) M;fc^if¥-b,£SHSC- 
2(JCRB0622) M;th WS»tt^&£M¥ii&SMKN280CRB0253) M 
KN45(JCRB0254) ;RTfth±mmmMWX&%m^±.)&mCOLO320r>M 
(JCRB0225X»ATCC : CCL-220)^aj3S) ttu JCRB&fflfl&^^Ol^^-f!)^ 
:http//Cellbank.nihs.go.jp/)J:«9MALfc 0 tNlfi^M^fc5B¥i:^LC-l 
/sq(RCB0455){3. SW/fflJI^^J^IiAUio 

[0107] LC/sqMte, 10%FCS N L-^7W^>\ ^^>y^, ^h^b^^», RTflJ 

, 45%Ham < sF12(->'^V|±^)c|3-e|i#b^: 0 COLO320DM^fl&&t> ? MKN28 
«DMEMi§ffi(^V|±M) tp-e^bfCo K562«mO%FCS(^ v^frj^iktf : 

[0108] ^(D^(DWM^M\^ 10%FCS, 2xl0" 3 M L-^/l^>\ lOOU/mF^MJ 
^ 100 m g/ml^hl^W^fv^ 100 ix g/ml^NM'v'XRlFSxlO^M /3 -p< 

[0109] ^:/^K#^ffl<D«£L-C174CEM. T2(^T^ TT2«J »i-^)tClHLA-A 
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4mmtmirz>)&mc 0 T2-24^j^io%«?j£ifrt# . l-^vh^, ^-^yv 

„ Xhl/y°h-?^», G418(:¥:/=4±$_) &miNLstcIMDMmi& (Iscove's modified 
Dulbecco's medium : ^fy^±W) V ^Ti^liLfCo 
[0110] Tissue antigens, 59:502-511,2002^fB^$^bfc^^^J;«9, HLA-A2402^=f— 
KLTV ^Wr-P^/l^^ ^r^b^^bQG56(Z)HLA-A2402|^tt^J!^^t) ? A549 
(JCRB0076)(DHLA-A2402|^Ml^^«$^ 0 «b^JiS^«-r§fc 
^LfcQG56«<_rS:,^ftJtO. 6/*g/ml<Dt 0 ^— n^^^tp^j:* 
m^lcm^U QG56-A24^^b/c 0 «?UcA549£§:^ftJiO. 9^ 

g/mlOta-n^^^y^tp^jfl ^ (OWU A549-A24<_:^ Ut 0 

Ep-CAM® S (T^ir^a^^- : M3301 DOfaffl p^O^^ W/ £ fHLA-A240 

^^&^^^Wi^^3>XBIMAS:BioInfomatics and molecular analysis section)CO 

http:/ /bimas. dcrt.gov/molbio/hla_bind/) 0 

[0111] Ep-CAM©xt>- y-^^Ki^MM^^^^^jl^LfcyoO^^K^Pep 
SetCMimotopeft^-e-^&LfCo ^Mi-J^CTIOO ju LO^^/V-^/V^dr^Ki- 
?§#U 40%Ti?h~)>y/K 0. 1M (pH7.4)^JE^#|^b^: 0 

[01 12] #^fK©14ti41 n mol-X?&Z>bmm£frLtlo 

[0113] ^^$ttf'70(D^^K«, Ep31, Epl73, Epl85, Ep250, Ep225, Ep296, R 

tFEp304^bT^^ Lfc 0 ^-^tlfcKp-CAMtD^Zf^m^m 1 K^ir 0 
[0114] [ill] 
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y $ yam 




% MFI 












mm b 


EP31 


NYKLAVNCF 


31-39 


9 


120 


85 


Ep I7 3 


RYQLDPKFI 


173-181 


9 


150 


102 


Epi85 


LYENNVITI 


185-193 


9 


75 


79 


Ep225 


LFHSKKMDL 


225-233 


9 


20 


29 


Ep250 


YYYDEKAPEF 


250-259 


10 


198 


57 


Ep296 


KYEKAEIKEM 


296-305 


10 


83 


24 


Ep304 


EMGEMHREL 


304-312 


9 


5 


16 



a World Wide Web site Biolnformatics and 

Molecular Analysis Section(BIMAS)<£> HLA F^^^-S'J^J: 0 

Jt^nfc HLA-A24^WS.CD^il©^«^ (#) 
b F te> MHC ^£«J^£Ccfc Dth HLA-A2402 fr^© 

*§£14£l£ifc£n7c„ %MFI B%¥^f^S&^t. 



[0115] &:Jo, n^hti— /ViLT, th^^^F^^/^-l(HIV-l)^^^<ci— ^-^fKR 
YLRDQQLLO.Immunol, 159:6242-6252, 1997: 584-592^^ ENV584^bT^^ $ 
tvTV >§)^:tJ?EBVlatentlH® & 2^7°^K(EBV latent 

membraneXj.Immnol, 158:3325-3334, 1997 :419-427BS, EBV-LMP419i:bT-^ 

HLA-A24025>^-»lHJiS^ffi^^.HLA-A2402^y^n— TV^^C^ • yj* 
?#M:One Lambda, In^^FITC^m^^IgGCab') WrM^/^yfttMl&m 

2 

*<D^"?i(Blood,98:1872-1881,200K Science,274:94-96,1996)^eT$!i^L7i 0 
[0116] CD8^ttT*0J!»X^^n— ^^Ep-CAM^<^K. Epl73(HLA-A2402/E 
pl73^h7-^— ^LTP^A^aXteHIV-l^W, ENV584(HLA— A2402/EN 
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V584^h^— b\^XP¥ AstO^W) iAAy"ev ^^^n^y^yXphycoerythrin: PE)M 
[0117] m^fhfcmm<D^vi—^4h^bV—^m^ FACSCaliburC^h^-T^^ 

(Kuzushima)^^fB<fecD^-^(Blood,98:1872-1881,2001)-eT2-A24|fBJ3^ (T2[174 x 
CEM.T2:ATCCT^ir^^3^#-^-:CRL-1992]^HLA-A24025>^^?i.i~ ; 5^ P 

[0118] SP^>, T2-A24^fflM2xl0 5 j@)^0. 1%FCS, 5xlO" 5 M j3 -^/V^77°h^/— /V 
&^&200 /z L RPMI 16401:^^1^ 10 ,u MCD^g-e^/^K^* ^26°C-C1 

i/ 3 yt, JMJ^^ffiHLA-A24025>T'^HLA-A2402^-y^n— ^/UtfUfc 
&U?_hfE(3) (DFITCmmirLfo-e%k&lsfc 0 mm±, FACSCaliburi^o-CfiJ^L 
, ^l^it7B&S(MFI:mean fluorescence intensity) ^rfS^Lfc 0 
[0119] %MIF_h#^T^^-etf#b^i: 

%MIF±#= 100x(-<^K^W(DMIF— <y^K#S^-P^MIF) 

•^(D^^i^%MFi_h#^bT^-r o ^l^$^J:5^#<(7)^ 0 ^-K«, 

J§&i2<DHLA-A2402^^^-h#Ufc o 
[0120] tp-C^^KEpm (RYQLDPKFI) ^HLA-A2402#^->Pf L>XM& r^V ^ 
5ftJtfe£33*Ufco Ep304 (EMGEMHREL) }2*t>{gV ^jfotfeS^Ufc©-^ W&<V$^ 

5) Ep-CAM-<^K^a6^CTL^fe^ TJ^m— XDM^. 

^ffishmmftmZfrftmftffilfo (DCs) i±^*T— O3auer)k©#&fcipCT03i 
£i3rfc (J.lmmnol, 170:4069-4076) 0 
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[0121] m-hs ^7^iy?l^M1r&mfa&HLA-A2402W^^Mtf9>T-(T<Dm% 

skm^mm^mmu 5%mm^mm\:i:hskm. lOMg/mLmm^th-^ 

^— a ^dr^-4 (hIL-4 :R&D^t^X|±SI) . ^D^Ong/mLia^ffcth -ffi 
^^-^^n^7 T — ^on^- j»H^- (hGM-CSF:R&D^7^X|±M) 

<D#, 50ng/mLIL-l £ -TyPtiM) , 50ng/mLffi.^X.#:th-«^^ 

a (hTNF- a : -<^D -TiyfftM) RlFl n M7 P n^^^>^E2 ( 
Cayman Chemical Company|±^) ^fl&<D^S»fc^-MlUh 0 2— 3 0gi!§^ 

[0122] M^^tL/clfflJ^^. CDla. CD8<X CD83, CD86, HLA^^II5H^J:5&W 

[0123] glJ3£ % CD8^M^Ptf— X(Milteny Biotec|±M) CO|tlit^#T|WICK^— fabCD8 

[0124] ^CV^gaS*»af^«^^at-T2— 4B#^, 5xlO~ 5 Mj3-^^7°h^y 

<D^* -Cv-?/K*UhgL (33Gy) ^MiMWUCo 
[0125] ^©f, (lxl0 5 {@) 10%thlk», 25ng/mL*i.^X.#:tML-7 (R 

&D^*7^X*±®D , 5ng/mL|a^X.f*tML-12 (R&Dv-^^i^X|±B) 
LfcRPMI1640J:^^^5oV^CD8^ttTy>-/^^(lxl0 6 fi)i!#^j##^— 

[0126] 7 0 mmm%k. mmnrnm^fcXD Kmm&titcixio 5 m<v^.y°^>/<sv^thti 

[0127] Tm^(D^mm^v^ybTiy^xnm^± 0 

[0128] Tmn&fv—^&miL'r&fz.m^ ^ey^n— ^/vctlcdps##^^( 

Blood,98:1872-1881,2001)^^oTHifebfc 0 IP^, /tfy^n— ^-/VCD8|^ttT|BJiS 



WO 2005/068632 



33 



PCT/JP2005/000587 



Sr£iCD3^-/^n— ^/Hftft:(3()ng/mU 3r;vy • ^T^T^^Ii®, IL-2 (50U 
/ml), 7 (33Gy)^#$tvfclxl0 5 fi(DPBMCs^tJ«7 (55Gy)^tt^tvfc2xlO 

S|^95.8;»(JCRB9123) _h?f-Ch7^^-A-r^^^^J;<9#^^7t»aj3^) 

[0129] mmmmm. mm^x\s^mm<D^m&&v-(Lee)hmm^ttm 

(J.Immnol ) 158:3325-3334,1997)^IH#^, CTL-CTLi5:^E(CTL-CTL killing)T^-fe 
[0130] IP^>, CTL^n— >&100 n \(D^±mi&(D^^ J^V^S|it-3ftS2 a* M~eEp-CA 

[0131] CTL^fl&cDM^Sf^te, #JVz:igM^fflV>TS 0 PJSUio Ep-CAMt/^ 

^hnir/Vn— ^^^§Tpjg965A:MultiScreen-HA7V— h (5y^°T|±§SD iz.10 n 
g/mL^^IFN-y ^/^p— ^/V$ii#:(R&D^7^X*±$!0 4°C-C— 

, i^^lfiW'n^^Uio T2-A24^^(5xl0 4 j@)«, ^fi-eSO^f^V— 

L<DRPMI1640igift tp ^3oV ^-C(C#^t>— ^M-o-j^^^K^/^/^bfc 0 20 

%«S;irett;!>niftFCS^ 

[0132] ^ybtf*V>h~r%Kfefo~£*)K^^M&fe, lxl0 4 j@<DCD8|§ttT£fflJ§&£j^ 
[0133] h^37°Ct?20B#rHl, 5%^^-^^-<— -f^df^— hU 

lto. 05%^— >-20^'a-tpPBS-ej£t'5ia^^#-bfc o #cvve^y^n— ^/V^i^ 
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(i^^^Mtm) Kmm^tco ifn-y mm^^yv^mt^tM^ 3-7 

— a- (i/sf-^ftM) RXfO. 015%iii^)P7K^7K^'t?0. 1 
Mffim^hVVJ*MmWi (pH5. 0)^^^/Vt^Px.fc o 40M^ B^^R^^o 

[0134] -?r(D^^Hl^U?|E|2t^i- 0 

[0135] Elite, 5AOHLA-A2402M^lJltAK^— <DCD8^ttT|fflJ^^6o(D^7°^- 

[0136] m 1 £5 A<^HLA-A2402G§tt$t* AK^— <^CD8MrrM£6 

d^(DT^JJStt^Epl73^v^V^bfcT2-A24^ai^-e-r^^'<— hbfcB#^I 
FN-y ^Vh^iS^i^^bfCo 
[0137] ^fc, K^"— #-^3^)^(DEp250$lJ^:$^cCTLtt^^ Ep250-e-T^^-<— hb/c 

[0138] El2te, Ep-CAM^y^K#^6^^y^n~^-/V^U«^e/^n— ^-/VCTL(D7^h7 

[0139] B20Att, Epl73T?40flJ^b^y^ti— ^-/VCDS^ttT^ai^^FITC^f^^tL 
f^CD8^^#:^•a?Epl73^^ ^ (9^^xv^§PE^gt$tL^HLA-A24^^^— , 

xf^vhn— /v--<^KENV584-e^fe$tb, 7p- *MMhy— taotM$ 

[0140] 02(DA^^tL^)J;5^= 3 ^hn— /V-^°^-KENV584<Z)^<-C{i, 

£te&^ofc 0 4[H(Z)f IJ^(D#, 4A(^K^-— /^|fe3£LfcCTL^HLA-A2402 
/Epl73^h7^— -e#MWt-^febfc^, HLA-A2402 / / ENV584^h7^— "C 
^-feb^^ofc(^CD8^ttT|0Ji^(D37.2% v. 0.06%, g|2A) 0 



WO 2005/068632 



35 



PCT/JP2005/000587 



[0141] 35fc % H2B{*, Epl73#M^CTL^n— ^ C27&±.mtm$kCDj7feX%k&&tl 

[0142] M2mB\Z^n%£?{ZTh9^—m&m%ft(D&m-3:, 2-3MWc^xTb : 7^-m 

[0143] Tf7V-t0^©ff^[j:, ^y^n— ^-7^U?^ey^ti— ^-/VEpl73-#MWCD8 
^4T«<DM#^ HLA-A2402 / /Epl73S^#:^^rp]i-^Sil^P'l4^^J!Sl/ 

[0144] J^KLT, Epl73-#m^CTL^ci— ^(DCTL|fflJ^tt^^Wiz:$tvrc 0 

[0145] ^7°^-KKDl73-^l#a^CTL^P— ^60^1^1 

C27^HLA-A24(Dtf)^M#^*DV^J!t5»«(D^ffi_h^*DV> 
[0146] ^d5^«>^lllilfflJ}a^C27(Z)^Ptir^^HLA^^I, HLA-A24, j^V ^{4HLA 

[0147] m^b, mwm]&(pc9mM)&37 o cximm<Dmiooti \<Dm^^M^\^\^x^ 

Vi^7M 51 Cr)XWM^o S^^(D^^^oV^T, #fi)^#^bfc*(D^ti5/^^ 
^W*W6/32 (^HLA^^I) „ MA2. 1 (£hlHLA— A2) „ ^tfAll. 1 (#CHLA 
-A24) £HLA^JtC<^#^fc#> \Zjx.7=##— ^ai^^nx.530^fil l^x/KdD 

[0148] TV— h^ST^^I^^dr^— ^"a^U ^X±M^ y -Jj^P—XJjV 

[0149] &mm 51 CrMMs<-~t>bte. ioo x 

[0150] W^^m3RXJ^m5K^kir 0 
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[0151] H3tpAte, ^^^EpnZRn^>b^— /V-^7°^KEBV-LMP419(D^$^fc 

[0152] ^:<D^^ Epl73-#M^CTL^n— Is, C27f2 lOOpMCOigV^^K^tS^E 
p 1 73-ev^/V^bfcT2-A24^ai^ LT&BJM^t£^U^ , n >^p — • 
^•K0EBV-LMP419-e^^$^^^ofc 0 

[0153] a^O^»«t^-r§C27(D#«1»Wtt^^:^5H^t>^2^L 

[0154] [^2] 
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mm 



Ep-CAM 
RT-PCR 



HLA-A24 (MFI a ) 



LU99 

PC9 

11-18 

LC99A 

LC65A 

LC-l/sq 

A549 

A549-A24 

QG56 

QG56-A24 

MKN28 
MNK45 

COLO320 DM 

torn 

HSC-2 

K562 

T2-A24 



mvtmmm 



daring 

bxt /W ^ 



+ 

+ 
+ 

N.D." 

+ 
N.D. 

+ 
+ 



± 

± 



(87.16) 
(43.53) 
(73.67) 
(96.71) 

- (3.67) 
+ (70.56) 

- (3.21) 
+ (109.73) 

- (2.65) 
+ (84.12) 

- (7-67) 
+ (47.99) 

+ (35.35) 

+ (34.40) 

- (5.23) 
+ (197.75) 



a ¥^m^S«HLA-A24mAbRlXFITC^ln:-7^X IgG fev* 

F(ab') 2 y ^ 9* > h Vafc^tftat^tlC <fc D ffff L7t„ 
b fft))Q:*>ofc. 

[0155] ^^^I^^LTHLA-A24|^tt(D8a(Z)S*BJiStt^U ? HLA-A24|^tt(Z)^^JiS 

[0156] J^jl£^BJ}&#:ll-18, COLO320DM^.t^A549^^<^-C^)|fflJi^fi, Ep-C 
AM^JibTV^Co HLA-A2402it{s^fi. A549X.T*QG56<£>tfj(£V'H3!M 
/V;*I^^JC3fe$&$tK A549-A24^tU?QG56-A24^bT^ -3tfhtlfc3&W& 
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^ ^tl^Jtb (40:1,20:1,10,1,5:1) -e 51 Cr^gfT5/ir-T^J;o-C#^Lf' 0 K5621* 

[0157] &W5mXYZM2lZ.^£tlZ>£5\^ C27{3. BWm&W(DPC9, LU99. LC-1/ 
sq,&U?LC99A, j£V>J3 P^M¥i^*HJSftffi^JSft#cHSC-2, ^f2HLA-A2 

Lfttf*^ HLA-A24^tiEp-CAM|^ttrfflJiSt*(A549-A24At^COLO320DM) , 

^\^ui.A-A24m^RxfEp-cAMm^mmwxnBp-cAMm^mmw c 

OG56, A549, MNK28) ©V^i'tLd^C^t'^^^^f^fe^twfc^^o^o HLA— A 
2402Mfc^HLA-A24|^ttQG56?M(QG56-A24)<D tp fc^ALfc^ C27 

[0158] Z*lb<D J f—?tZEp 1 73-#M6*JCTL*SHLA-A24S.t) ! Ep-CAM<D M#3r3B?S 

[0159] 03H|cpB^, HLA-A2402|^ttlHJ3^tts PC9fc*J"f 5Epl73-#M#JCT 

L^u— >\ C27(D^JiS^Wtt{-IMi-§^HLA-A24^y^n— ^/V^Lf$(D^f|jlJ^I 

[0160] Whs C27ti, ffl&Mti®fii<DPC9ffim (HLA-A24^ttEp-CAM^ttJlp^|fflJ^ 
W) fctt1~Z>C27<Dm%&MW&fe. HLA-A24X«^^7^I^ (W6/32) KMir 
Zft&ft*S?v—^A'&mz&^Xzfvy?£tltz.tiK S:HLA-A2 ; e/^n-t;V 

8) J— /W]££rz ^yMVfclf y-a^T-yfe^ (cold target inhibition assay) 
=i— /V-K^— ^yM^ttrVa^Tyfe-Yf*^ T^-f (Arai) h ( 

Blood,97:2903-2907,2001) (CfB^O £5 \Z.WM\Jfc 0 
[0161] fiP*>, T2-A24»^§:^liSlxlO" 5 M-em#^^t°h— ^^KEpl73, X 

fiEBV-LMP419-e^>-dr j.^<— hbfCo 
[0162] miHlft#Lfcm> ^y°^V-^/V^ntz.T2-A24mmtmMmmt(Dit^40 : 1 

, 20:1, 10:1, 5:lKtS:Z£5\Z.%&&trttX, 2xlO 4 {0<D^:7 J ^— «^1B# 

|ffl©|ig>r^^— i/a >Ut, ^LT2xl0 3 j@<D 51 Cr^m£tLfcPC9M^^ 
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[oi63] ^3Bi^c{i, a— /i***— yyh^ttr-s^xry-fe^rojfeMSr^t", ia3ctp, e p 

173 (•) Xti=3^hn— /VEBV-LMP419 (■) ^^K^^/V^L/cT2-A24|fflJ^ ( 

5PC9JNBiia©§5*i4Sr%i:bT<Kttl!^r„ ^— TV- if— ^vwfcfca— /vKESfa&L 

[0164] ^(D^, PC9j|Wja^m"5C27^*ffiWliia«^H4dS. Epl73^W^$tbfcT2- 
A24«(D#^^io-C#MW^WffilJ$tb^^, 4i|W#^^K-e«f|jlJ$^ 

[0165] ZJDiSK^ C27^^PC9fflM«»tt/^HLA-A24^e/^£i— ~ ^/HftffcXfctEp 

i73-/N/v^$tifc=3— /vKfUMJ^v ^;h/:&»i;:j:oT:^oy^&fr;fc©-e % ctl^ 

mmm 3 

[0166] ^7°^KEp173-4#S6^1CTL^p— ^D4#f#.2 

9) RT-PCR 

^RNAfiGenElute mRNA Miniprep^K^-^ttB^^fflU 
*IJi&«cd^MAWUfeo I^t^^y^WK-^v- JSProligoC/ny 
=?'^/<^±m)-?&f$^ Ep-CAMOmRNA^Ja^lfft-r^fc^t^fflbfCo R 

7^-17— K • Zfy^— : ATGGCGCCCCCGCAGGTCCT (IB^!J#-^8) 

: TTATGCATTGAGTTCCCTATGCATCTCACC 

9) 

RT-PCRfSIf — dr^-rc/W— fiSD^rfflV^TllifeU PCR 
[0167] PCRte, 94°C-e5^5Q£llM^/K 94 < C-e30#W % 58^-C30#^, 72 0 C-ei5> 

10) g^g>^B^h£ffi 
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mm^xmmvtco mm\t, 4°cx3o^mmmmmm(50mMhv^ym.ms p h 

7. 5, 5mM^ft^^v^, ImM EDTA. 0. 5%hUh^X-100, IOjuM xi^^rf 
^•h^rleupeptin, 2. 8 n M^^Xp^Zs : pepstairu RXfO. 85mM^^^/V^^>-^/V 
^^--/V^nUK:phenylmethanesulfonyl fluoride)^4ol^T2§$?Lfco I§#?£;txfc&fflj§t3 

130 ix g(DW; fi§P^12%SDS-PAGE^#b^ 0 g £ }3\ Immobilon-Plf 

XfO. 1 ^20^-frPBS •C^n^Lfeo 

[0168] $fe{uEp-CAM(C#lKj/^^n- ^/l^#:(LabVision%L®D-e$IL-C ^~ 

[0169] S ^ECL^^^^-yny^W^^CT^^A^W^^^X^ijSD 

[0171] 15a<^^JNBJiStt^l2^(80%)^Ep-CAM^|S^bTV^j;5^©t?tvfc o HLA 
-A24<D^?Hte, ^iHLA-A24^e/^ti— ^-/V^i#:^ffli-5P^^^^:3fe^ 
^£oTi»Uc: 0 tUftbfcl5©**BJia*5|c©5*>^ 10tt^HLA-A24^m^'Cfc 

[0172] _hiEHii^i^^^cj;5^, ^mm^hn, Kp-cAM^hmm^ntimw^n 

LA-A2402^^tt^t°h— 7°&^tLo <Pt£<th, ^t°h— T^y^K, Epl73(RY 
QLDPKFI ; IS^IJ#^-1) f*HLA-A2402/^^K ; iS'^#:^^[^i-^t^Sf PttT 

[0173] ^KtfWTWfS, HLA-A2402^i-§j£*5H(Dth(D±^'|4*^^-r^* 
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m^mm 

[1] j^TO(D, (2), (3)Xf*(4)(D^^Ko 

(1) n&m^i Ktm&T^/mmm^j:^? 0 ^ 

(2) ^m^2{z.mm<^T^/mnm^hfj:^^^ 

(3) mm^u-^^xiy.fe2£k±<DT*/m&uij\), x^xi^m^ntcr^/ 

mmmfrhteV, fi^ttLA-A2402ft^b^^XULA-A2402lfa3&&mB&MW 

mmm^h^'O , ^^oHLA-A2402^^"^ ; iS'^L-CHLA-A2402 j^mttlHJ3^f«# 
[2] WT^(DX«(2)0-<^Ko 

(1) mzm^i [cmm<DT^/mmm^b^^^v 

(2) IS?iJ#^-2^fE«(DT5y^ie^Jd^^^^ <> ^K 

[4] «^_h^^-efc§=f 5^153 ^wB*<D«y^v 0 

[5] *gtf**:Ji§#, jurfl^ fL«, B*. nM5, fS, _hni«, ft*^ 

m«^^^S^J;^M«^^fc5ft^^i3X«4^fB*^S!7^^-^ 0 
[6] filfiL^fe ! Lj^i:LTHLA-A2402^Wi~§th(Z)fcie)(Dft^ll3, 4X{35^fE*lc<^S 

[7] ft^iIlX«2^fE«cO^^K^^^^^UT^ti>^a^f«*ttTy>'^^^(Df| 

[8] ejfc^J^^bTHLA-A2402^i-^fc:h(D^fe(Dff^3S7^fBgc^^aJiS«^ 

[9] «T©(5), (6), (7)X{i(8)(D* 0 y^^V^Ko 

(5) mm^ioiz.mM&mmmfrbte&tfy^u*^ 

(6) ia^ij#^-i i \z.mmcomMnm\^hti:^v^^^ 

(7) is^^^io^fE^o^sge^jd^^s^y^^^^K^hy^^^h^^ 

T-CvN/f^y^VXb, ;5>o, HLA-A2402^^-i:1S^LTHLA-A2402t&]^tt^a 
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(8) mm&-&i i ^mm<DMmmfrhft%?$v^^^bxbv >-^^k^# 

Tt/^^yWL, HLA-A2402^yt^LTHLA-A2402^j£M 

[10] ff^il9^fE*cD^y^^^^K^#^^^bT^tpJi^M»«e^-^^Jo 
[1 1] ft 5^119 ^fE*!c»* 0 y^^^K^'a-^mmx.-<^^-o 
[12] ff jJfSl 1 ^fE«c^mmx.-<^^-^^A$tLfc^MfeM*o 

[13] »^i2^iEifeo^tetsi^sr^*i-sxmi:. mmm^mMmjut2iz.m 

«(D^°^K^[Hll|X^X@^^tpft^iSlX^2{aE«(D^^K(DM3t^ 

o 

[14] ft^iIlX«2^fE*O^^K^y-?/^$^^#^lHJ^ 0 

[15] mMmi^mm^m^mm^^M^-ti.x^m^^^o 

[16] «^_h^^-e^ff^i5^fE*<D«r7^^ 0 

[17] m&±mm. mm. wm. amm. mm. &^m. ±mmm. ^ts, Btriji 
mmm^b^m^m^ti^m^h^mMmi5Xi^i6Kmm(7)m^^>o 

[18] a«fei;i^i:LTHLA-A2402^Wi~^th(Dfcie)(Dft5j<lll5. 16XJ3l7^|E*c 

[19] ft^iI14^fE«O^J®^^I^^^^^bT^tp|HJiaf**ttTy^^^(Df| 

[20] ejfc^J^^bTHLA-A2402^#i-§thcDf^(D^fe(7)ff^I119^fB^(D*H 

J3S^*ttTy^/^(D^^J 0 
[21] ff^lllX^2^fE«^^°^KXmt^l4^fE«^»^JJSX^#^$ 

[22] ft^iIlX«2^fE«cO^^KX«ft^ill4^fEtt(D^Lj^#^^J!^X^#^$ 
^M*^i^t 0 h— ^°.^^K^, HLA-A2402^^^ £ 2^o^nyyyi:© 
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[23] m^m2ix^22Kmm(D^mmm^mm^^m^t^x^m^ 

[24] m>±fc&mx&%mMm3\zmm<7)j&v??-> 0 

[25] m&MBJt, pb^^ #i, ±mmi&, 

[26] SjfiL^feiJ^^bTHLA-A2402^#-r^th<^^®fcfe(Dff ^1123, 24X«25 

[27] ff^ll21X^22^fE*(0^®m^31^J^«^f*^a^^L-C-^tp|fflJ^f« 

[28] Slfe^i^i:U-CHLA-A2402^W-r^th(Z)m^(Dfc^(Df»^Il27^fB«(D^ 
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